h * a # fp ft 

JAPAN PATENT OFFICE 



PCT/JP2004/004876 

02. 4. 2004 



wilhthis Office 1 ^ that annexed is a true c °Py of the following application as filed 



ta m * n b 

Date of Application: 

IH I f f 

Application Number: 
[ST. 10/C] : 

m m k 

Applicant(s): 



2 0 0 3# An 40 



2003-101521 
[JP2003-101521] 



RECEIVED 

2 7 MAY 200% 



WIPO 



PCT 



m 

o 

O 

3 



CERTIFIED COPY OF 
PRIORITY DOCUMENT 



I PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
i COMPLIANCE WITH 

RULE 17.1(a) OR (b) 



Conunissioner, 
Japan Patent Office 



2004^ 5^14B 



^4 




BEST AVAILABLE COPY 



tBIE#2 004-3040105 



mm 2003-101521 



[#«*] $tt£ 

I&SS^] A31181M 
[JtffiB] «15£ 4B 4B 

0 3^ 

[ft*] it* xr& 

[ftj*rXtt®&r] »^;i|j!|il|«fr&*ME^rt3-l 3-16 
v a > 3 0 2 

[ft*] m *y» 

umxumm] n\um&m-fi&m%5 3 o#* i-7 7^^5*;v 

[ft*] M 

[ft&rXttJt&r] fflUlrmTOftS#5 3 0#% 

[ft*] £ffl «^=- 

[ft*] * 

i&mxitmffi] M^rLpfwmtMm 1 t s 1 6 # 1 3 ^ 

[ft*] Sffl 



ffiiE#2 00 4-3040105 



mm 2003-101521 



^-v*: 2/E 



imsm^] 391012327 
[ff&XH%ffl ***** 



390010205 
[«80#^] 000002831 
[■fflOM-I 110000109 

170347 

[fftft&H] 14.000R 
[*0fll] S^O^TOfOj^Oll^ 2/3 

mmm i 
a® i 
i 

IftJS$tt##*§j 0205222 



fcBIE#2 004-3040105 



#K 2003-101521 



o 

> &MT2-MMP*y ^n-^;^^ ^MT 3 -MMP^y * n-f-;v^;#: 
^ SiMT4-MMP-ty^n-t« ^MT5-MMP^/^D-t« 
^ OTMT6-MMP^y ?v~i-frtn>fcfrbmtftiZ> 1 SXf* 2 iffiM±M 

y ? n -j-jvfafo-ebzm m 1 1 4 <D^~?tifr i m^mMvmwwm&fc 
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ii] y ^Mftcr/xttu >fltSi£*#^\ *x7tWx^ y 

*^7 7fy;^nn-;i/ N X7-r>rf;;xy 
-fey 5 K***V;iAX*y-;V7S K***y/i^y-fen-/K 
F^^'J;V^'J-to-W77-K 1, 2--75 M;v- i, 
2-ft+^77fy>3V>, 7?**?ny> N M*X7 7fv>^ 

12] $ & k * r n - m mwwm&fcomi&mfr t l r t a 
iras i^lii *>v»r i w>^^<omvsmm^ 

1 4 1 Kiif ;iHra8iB*4r?*ff$£ i & 1 1 3 o^-r^ i 
M is]. fa*mw%MmmmmMwmmfc<Dmj&mt ur**t 

17] # >j if- v y>r v ^-HmmmmK N - |* ^ 

0 0 0( - 1, 2-^KKil/-sn- 
^■feD-3-^7ti^y-;V7^, N- |*;i/^-;v-y f^y^ijx 
fWV/V3HV-5 0 0 01 - 1, 2-vV<?;v* W;u- S n-?*)*u-3 
-*^7jfX^^V7rA N- 1*;^*-^-^ h^y/f Jxf 
-^-7 5 01 - 1, 2-y^f7n^l/-sn-^J-fen-3-^7tx^ 
y-;i/T^ N- f^rv^'Jxf l^>^'Jn^-2 0 0 0 

I -1, 2-yxf7n/f;v-sn-^'J-[:n-3-^7*i^y-;l'75> 
> 5CFN- \1j h*->#yxf-i/>^rij 3-^-5 o 0 0} -1, 
2— Tn^f ;i/- s n-^'J-fen-3-*^7*x^y^75^f,45 
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•e*4»*3S 1 9 Ktmvmwmmjkfco 

2 2] p H«5H^*lll^«:J©*ll»^0«*jfi^ t LTl^t 
)\<7 5 VTN&siff*£2 2 iciem^liKJ^i^o 

2 4 ] mmmmm±<7)mmmnmm^ m ? * * > * n r r ~tr 

tK&t 2>m-%m 1 L 2 3 (D^tiifr 1 «*C|BJROJ|||R«M»jS#o 

[it*]® 2 5 ] mmmm^M t-mmp %®Mm?$> * 2 4 ksmroje 
26] BVffljB^KHiAB^ jh¥±&*> wmwmm, w m 

[iff*® 2 7 ] & ffj£# 5 -b ;k xv;l/v3 >;#v-A, xii £ tt 
&<0fi'M&0jB»-e*S»*3l 1 L 2 6 1 ££|Bft0MjKfllji 

[»^2 9] m#.mi%^L2 &w*?ixfrimKum<offiMwmfefctm 
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[0 0 0 11 

[0 0 0 2] 

V y^^nynfT- feli (MMPs) (i, «*1-v HJ 7. (extracel 
hilar matrix: ECM) t»K^(7)$ £ $t &fifj&* >s*?M*frB U HOH 

7 £*t£>oi||fiNi, iEt^JEEOH^ #<7>]&R£&v> 

bmS-tZZttfWbfrKZtixZX^&o ZtitXK, W& < om flJSMMPs^ 
<Mk?u--yy\ l zl*)T<;WL\''<)VtXfflftZtiX^Z> 0 
[0 0 0 3] 

PilL^MMPst LT, MMP-1 (collagenase) ; MMP-2 (gelatinase A) ; MMP 
-3 (stromelysin-1) ; MMP-7 (matrilysin) ; MMP-8 (neutrophil collagenase); 
MMP-9 (gelatinase B); MMP-10 (stromelysin-2) ; MMP-11 (stromelysin-3) ; MM 
P-12 (macrophage elastase); MMP-13 (collagenase-3) ; MMP-14 (MT1-MMP); MM 
P-15 (MT2-MMP) ; MMP-16 (MT3-MMP) ; MMP-17 (MT4-MMP) ; MMP-19; MMP-20 (enam 
elysin); MMP-24 (MT5-MMP) ; MMP-25 (MT6-MMP) % Ztf%nbtlX^2> 0 Z*ib<0 

MMPsii, 1 &ah6, mM^mmnm^Kx \) % < t u mov-fy 7 

miE#2 0 0 4-3 0 4 0 1 0 5 



#§12 0 0 3- 1 0 1 5 2 1 



'J^7^^D.7'Ofr-fel (MT-MMPs) \Zfffi $ *LT v» * ^ £ O 9 ^MT-MMP 

s tt&ffL<MMPs<7)-9-^5* t L.T$&#$*ifc 9 

, tsfc* TifTl-MMP, MT2-MMP, MT3-MMP, MT4-MMP, MT5-MMP, MT6-MMP^ t'tf&M 
mfcZtlX\<*2> (Sato, H. et al., Nature, 370, 61-65 (1994); Will, H. et 
al., Eur. J. Biochem., 231, 602-608 (1995); Takino, T. et al., J. Biol. 
Chem., 270, 23013-23020 (1995); Puente X.S. et al., Cancer Res., 56, 944 
-949 (1996); #582000-270874-^- ; Pei, D., J. Biol. Chem., 274, 8925-8932 
(1999); Kajita, M. et al., FEBS Lett., 457, 353-356 (1999)) 0 
[0 0 0 4] 

AfT-MMPsfi, ^^MMPstC^ftk^^vVK^ XOWjK^ ^.-OWM. 

T£l), 7^ 1 J> (furin) &6 VMi7 A 7 V X Z>tymXZ.tlt><D 

m?>>*9%<r)%imW&%Z> (Pei, D. et al., J. Biol. Chem., 271, 9135- 
9140 (1996); Sato, H. et al., FEBS Lett., 393, 101-104 (1996); Cao, J. e 
t al., J. Biol. Chem., 271, 30174-30180 (1996)) 0 
[0 0 0 5] 

<d®m • mm • &®Rv?ikm®tki l z&^xz<Dnmi)mmm2tix^2> 0 mi-m 

P It, iKlII v f 'J ^ > ^ D y n r T - ^f-l (membrane-type 1 matr 
ix metal loproteinase: MT1-MMP) & & WiMMP-14 i fciqWl&^Sf (MER0PS ID: 
M10.014) X\ \L h^feV>T{±-eo^fe#it{5^14qll-ql2 (M 
ignon, C. et al., Genomics, 28, 360-361 (1995))Ojitre&& t^ZflX 

z<DwmK^xit, dna ?v--yy&mzm%:z-?y^?M<o : %mz 
i o zoft&mtmz m ttt> izmm%MikRv ! <$m s w b frizz tix^z ( 

Sato, H. et al., Nature, 370, 61-65 (1994); Takino, T. et al., Gene, 155 
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, 293-298 (1995) ; #PJ¥7-203961^fU; #W¥7-403482^&#; GenBank ac 
cession number: D26512) Q MTl-MMP tt % thOf, >f# % ^3r\ A J 

&^&^o#£«E£*LTv>& 0 MfTl-MMP- OcDNAJi, 582 
®<DT$ 7^g£=i- K L (EMBL accession No. D26512, E09720 &E 10297; S 
WISS-PROT: P50281) % J t<7)M^t : y^'i-)V^<7'f- Klc^< -fu^rfi- V -f 
> , Xho^7^fy>-3 (stromelysin-3) L £#M&10fiO 7 < J Wi%& 
<b & £#AB2?IJ (7 7 V > (furin)-tiii«<D PTf^O$>^^IJ) , 

, ^^v^ftK^-f mMM (transmembrane: TM) 4 >frt>%oX^ 

o 

[0 0 0 6] 

ZtitX^Z, MTl-MMP ffl CMMP^ X$> 1) &ffl§&ffiWH&-?$> £ -fe* 7 ?^ 
— tf A (UP-2)Oi4I (yn-fe* 9^^— lfA/72kDa n®39^t- ifrproMMP- 
2) S-rStelbt MTl-MMP gt&I, II W IIIM^-y^ 7 4 
7n * ? f- > % 9 5-^, tf h n * ? f- ^Waggrecank &ECM ^S:^ 

fc^c£ftTV>&(Seiki, M. , Apmis, 107, 137-143 (1999); Sato.H. et a 
1., Nature, 370, 61-65 (1994)) 0 MTl-MMP (iproMMP-2 (Sato, H.et 

al., Nature, 370, 61-65 (1994)) ^ynn7^t-^-3 (proMMP-13) (Knaupe 
r, V. et al., J. Biol. Chem., 271, 17124-17131 (1996)) <D X 7 ^<7)MMPs 
ZfemttZZt i>^htlX^^ Q £0<fc-?K, MTl-MMP <£>%Ml*mf&WffiX<D 
%M.tz*?y^>7frWmk1]*>r-- V (Dffil&Km^t t), MTl-MMP (i 
MI&a?i^^(Seiki, M., Apmis, 107, 137-143 (1999); Sato, H. et al., 
Nature, 370, 61-65 (1994)) WC* < Ml=«(Hiraoka, N. et al., Cell 
95, 365-77 (1998); Zhou, Z. et al., Proc. Natl. Acad. Sci. USA, 97, 4052 
-4057 (2000)) ^#*&3&#(Zhou, Z. et al., Proc. Natl. Acad. Sci. USA, 97 
, 4052-^057 (2000); Holmbeck, K. et al., Cell, 99, 81-92 (1999) )cr> X -? £ 

%<wm m 7°n -t * k m$ l x v>* ^ t $ tix v> a 0 £ x ? kmti-mmp 
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[0 0 0 7] 
[0 0 0 8] 

TMT-MMPJ , ffilffllfejgSilSlv h y ? ^nyDf7-b*t; ? 
[0 0 0 9] 

*»W#e>tt±IBOlWI*«Wt , t^< &*flF3fc£fT o*«f*, ifiMT-MMP* 
y ? n — ^^tt#:*^ri- SJiKKISjSfr SrJftft-t * - KftSr U - ©JIMS 

*aMfc^ m t - mm p mm. l fzmmmm k»* w tr/xtt 

[0 0 10] 
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[Q0 11] 

$ $> fcfif £ t^WMK X flit, i^y^n-tW^ tdMT 1 -MMP*/ 
tv-i-Mfcfo £iMT2-MMP^/ *n— £lMT3-MMP^/ 
?n-^;Mfi#, fcfcMT 4 -MMP^y * n— ^/Mffltfk iftMT 5 -MMP'ty 

tt 2 «ja±0* y * n - £ ±f5<7>Jt® Hfliiift ; / ? n — 7- ;v 

^y^n-t;WFab77^^F^ F (ab* ) 2 77^>f, XJi 
Fab' 77^n X^^±§&omMmm^ ; K*/ * n-^;v#i;#:£J§tf? 

[00121 

^jfry/u^y-fen-TK -fe7 5 K*^*iJKijtD-^77- K 1, 2 

-s>* w;w- 1, 2-mv^7 7f^3'j>, 7*7^-7nrA 
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[0 0 13] 

„ N— |*;^-;v-^ f + y^'Jxf l/V^'j3-;i/-2 0 0 0| -1, 2- 
vVWS M;v- s n-7')*n-3-W7tx^/-;i/75 ^ N- 1*^ 
>K-;l/-^ h xf-l/>$ry 5 0 0 0} -1, 2-^>5 h>f 

;V-s n-^'J-feo-3-^7ti^;-Jl/7^ N— |#JM?-/l>-> h 
+ y*°'Jxf V^^'j3-;v-7 5 0| -1, 2-^fTD/f;V-sn-yj 
■bD-3-*77tx^/-;VT 5 >* N- |*;V**x;v-p( f+y/f'Jxfl' 
3-/1,-2 0 0 0| -1, 2-^f7n>f;i/-sn-7'V"to-3-* 

-;w-5 0 0 0| -1, 2-^f7n^-sn-^'Hn-3-^7*x 
[0 0 14] 
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^-v: 10/ 



[0 0 15] 
[0 0 16] 
[0 0 17] 

#ft fc L X v> & o jftMT -MM P * / * n - t /Hft* 

<lVvh*-;i\ *X7rf^W , kn-^ */i^jj-y if >\ *7-r>rfSx 

y>, t75m*'j;i/x^;-ji/rrA -t^^ K^^^y^^y-tn-^ 

, -b?^ K^*'J;^'J-tD'-;v^77- K 1, 2-y<'J^h^^-l 
, 2-ft^fy^7 7f^3'J^ 7 , 5^7D^> > Ili^77f^>|g 
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■ci^o i <b >; > iisr tc^tt^> nuts * 
, 5v^f>E ^^f-vK, ^fT'^E *w>Bk 

[0 0 18] 
[0 0 19] 

■£> JfFK> #R£#&ffl»l*l&a*iaift (RET I CULOENDOTHEL I A 
L SYSTEM) Ki^&^^TS-^&it^i, *&v>tt||SJiJfi^R 

[0 0 2 0] 

V ^JBBJf SNM*^ N - |j&/M?— /l'-* ^^^vxf-V^/V 3-/U-2 0 0 
0} -1, 2-^';i/5HiV-sn-7no-3-^7ii^;-;V75 
N- f+^sj^Jxf pv^'J 3-;v- 5 0 0 0! -1, 2 

-S^W5 M/U- s -*^7*i^;-^75 >\ N- I* 

| Vxf-i/^^v 7 5 0| -1, 2-vXrTn^f 

^-sn-^'J-fen-3-^7tx^y-^7rA N- |*JI/#-/U-^ b 
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^-v: 12/ 



+y^ijxfl/>^ij3-;i/-2 0 0 0| -1, 2-^f7n^l--sn-^ 
l/>^'j3-;i/- 5 0 0 0| -1, 2 -v^rTn-f s n-^V-bn- 3 - 

[0 0 2 1] 
[0 0 2 2] 

& U >J3tM^ t KffiMT -MM P * 7 9 n — J-^ttfloWIUHI 
W«:Mltv^»^ll^ 0 *0*#«lfcli, ifiMT-MM 

L < 14, «iMT-MMP*y^n-t;WJ & KJRflMS)£#fc 

4r o Tl&gH#^#:*« U;||, XliSfcMT -MM P * J * n - ^-/HWtffcP 

[0 0 2 3] 

^#o» < ^O f ^oM^ft(4±|ao^lXI4Ti5lctfe^1-^M^|cps^$ 
*i£C:£:l4fcv>o 
[0 0 2 4] 
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^-v: 13/ 



nmLtzm.'km^mmmm^.m^ mm, mmmm-vmmft&x 

nm^fb 10 0 nmt^Jo t> -b^^JgSOli 

[0 0 2 5] 

, v>y--* N 7;i/*l>-*, -fyvh-;K *vn-*fg<7)jpg>ii 
^ IL$^ yal, -ten hW\n-^ v;H> -^orifSU 77-f 

ifOH (*«Fifc) *\ -fe V *J7V * y #U -fe V V, 7n 
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14/ 



1, Z-f+WsiTV x-frbZV&mW'Z-A' ^£flnx.-?|M v> 

pH^TO^Wtt (pH3. 0^8. 0) tcRSI-Sit-^a*^"/ 
[0 0 2 6] 

^^mWJ^^t^ligm^ii^Srji^O^^ji^itil^^iS^ii • ft 
[0 0 2 7] 

flUtf, tMBLfcft *^y-iry>\ s^y-ty^, 

•y-ty> % /nev>/'j3-;K sKy 7nt?i/>$ry rr-;K x^vy^y rz 

1, 3 -r^l/>^V n^l/^^-ffiT^n-;!/ fcjcjgFifc) 
Wiiffl v > 4 1 ft£ fc«W n«$ * £ i fc § £ o « t &m 7 )v n - ?v t £ & 
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#M2 0 0 3- 1 0 1 5 2 1 



15/ 



&%mmzjmLt:tt.m{z&^x, mm, m omm *i> 2-20% on/ 

V) tffttL<, 5-10% (W/V) tfZbKttt U\, ttz, &m7)V3~- 
)V it, 1-5% (W/V) 1)WtL<, 2-2. 5% (W/V) 

5-50 mM^ft L < > 10-20 mM#? ^ f U>o ( 

KH#»^i3tt^J3tSiPI:l:Wm(i, 0 . 1 mM- 5 0 0 mM^ft L <U 1 
mM- 1 0 0 mM^§ <b tfiF i tv> 0 
[0 0 2 8] 

(2) Mtlit^Jft (^MT-MMP-ty ^n^^;i/trC#Wco#M 

^^it^m«3t#:o«^^co-^x{i^ £ 7t ^ ? u u * ;v a m<v^%m 

[0 0 2 9] 

mmm&fctft&mmKttLizmmt, #lmt -mmp *j ? u -*/Mft# 
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[0 0 3 0] 

*3&Hfcfcv>Tfi, mMJ&ftRV/Xim&fr<OT&&<OW}&&frb, ±R (2) 
■C*Lfc«t*ifeT?« LfctfcMT-MMP^V ^ n-f-^«;#^||8RJHfl|jt#. 

U>„ JfiMT-MMP^y ^ n-^;i/^Srilt»iM»it#OKO*®^ 
«XI4»^S«^fcLrii, &«PO*j5fe (STEALTH LIPOSOM 
E, §2 3 3-2 4 41, CRC Press, Inc. flff , D a n i 1 o 

La s i cWFr ank Martini) 
itft^o ttxtf, J3IKMSit#:««^i LT, ^CMT-MMP^y^ 
n-^fcvfc Fab75^>K F (ab' ) 279^>>hXtt 

Fab' 77^>hf) +©>^*^h*i^Lf»41lllrtHW»k 

7r/-w-7l/r^n\ « - [N- (l, 2-y^fTD^l/-sn-^ 
nn-3-^7t'J;i/-xf;v) *iV;^;v] -co- |3 - [2 - (2, 5 
-ytFD-2, 5-yt^y-lH-^n-;i/-l-^f^) jc? >#;wie*-9- 
5 K] 7"nb>| -#>J 2-x*>v?;i/) f07W>>f5Fi 

& * £ It® flf«# fc^-* $ £ i: "t\ triMT-MMP^y^n-t ^# 

[0 0 3 1] 

T<>J:v\, l«fi^X(i#«#OV»-fttT*(> J: <, ^M(intact)^ 

Xttf-079^>h«t< tt»*#*M^T*J:^ 0 F (ab' ) 2 

, Fab' RVFab k^oit75^>biffiv»TU<> < t&~o 
O&KXfix (ep i tope) m%W$L L < teWMfafc 
, M x. If, * 7 K n - A (quadrome) , h 'J * - A (tr iome) ^OHEftl* 
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u dna ftmitrnzm^rmmztizmfc MT-MMP$>h^m^^h 

[0 0 3 2] 

M T - MM P £ #Hfi<j izmmt %*;?u~i- )Vin ) mm±<D-%% K i J) 

^Ttt, flflxtf, *3ttft*4816567 Monoclonal Antibody Production Tec 
hniques and Applications, 79-97, Marcel Dekker, Inc., New York, 1987; Mo 
rrisonet al., Proc. Natl. Acad. Sci. USA, 81, 6851-6855 (1984)&^CfB 

[0 0 3 3] 

tu-tfrftmmmtz&mttmvmtLxi^ ^^n-vs (&> 

hler, G. and Milstein, C, Nature, 256, 495-497 (1975)); tfB«M 
7V K-Tft (Kozbor et al., Immunology Today, 4, 72-79 (1983); Kozbor, 
J. Immunol., 133, 3001 (1984); Brodeur et al., Monoclonal Antibody Produ 
ction Techniques and Applications, 51-63, Marcel Dekker, Inc., New York 
(1«7); h m~»4 7? K-vfc (Cole et al., Monoclonal Antib 
odies and Cancer Therapy, Alan R. Liss, Inc., 77-96 (1985)) (fc Y *S ? u 
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tf&lfhtiZo i#i:ntttt> Biocca, S. et al., EMBO J, 9, 10 
1-108 (1990); Bird, R.E. et al., Science, 242, 423-426 (1988); Boss, M. A 
. et al., Nucl. Acids Res., 12, 3791-3806 (1984); Bukovsky, J. et al., H 
ybridoma, 6, 219-228 (1987); Daino, M. et al., Anal. Biochem., 166, 223- 
229 (1987); Huston, J.S. et al., Proc. Natl. Acad. Sci. USA, 85, 5879-58 
83 (1988); Jones, P.T. et al., Nature, 321, 522-525 (1986); Langone, J.J 
. et al. (ed.), "Methods in Enzymology", Vol. 121 (Immunochemical Techni 
ques, Part I: Hybridoma Technology and Monoclonal Antibodies), Academic 
Press, New York (1986); Morrison, S. et al., Proc. Natl. Acad. Sci. USA, 
81, 6851-6855 (1984); Oi, V.T. et al., BioTechniques, 4, 214-221 (1986) 
; Riechmann, L. et al., Nature, 332, 323-327 (1988); Tramontano, A. et a 
1., Proc. Natl. Acad. Sci. USA, 83, 6736-6740 (1986); Wood, C. et al., Na 
ture, 314, 446-449 (1985); Nature, 314, 452-454 (1985) ^^^fifitil 

[0 0 3 4] 

MT-MMP^y ?v-±frfofc<Dm&<Dtz®l l zm^2>tf t mt LTOMT-MM 
PtLTii, MT1-MMP, MT 2 — MMP„ MT3-MMP, MT4 

— MMP „ MT5-MMP, RtmT 6 -MMP0 6«H*«ftI?>*Lrv»-6^ jft 

i *mmx^ a * j ? u - e: t & -e § & 0 

[0 0 3 5] 

T -MM P * / * n - f- * jr. n - 7il^ffi^t©tti^M 
(Kohler, G. and Milstein, C. Nature, 256, 495-497 (1975) & if) L 
r®bfttz*/?u-t)VUmH^&ZttfT*$Z> 0 miifs MT-MMPs 

ffilE#2 004-3040105 




fci#> KMT2-MMP ; ey^n-t^i^ #iMT 3 -MMP ? tr-f-;i/ 
fciMT4 -MMP*/ ^n-t^^L^ IMT 5 -MMP*/ * n-^-;u 
Stfls WMT 6 -MMP^ n-t;H#^f>^5i^?,Iim imX 
&2m&±.<D&ifo$:M^2>Z.ttfX^Z> 0 i L<(ij5iMTl-MMP*/ 

^1-4ifc#^S* 0 Sfc* »*il«fi#fcjBf'a-$«a;MT-MMP*y^n 
LTtt v ft* LOiinlMT-MMP*/ ^n-t«OF(a b' 
) 2"7?^>K Fab' 77^^, XliFab77^>KMC 
iiJfcFS L<ttFab'77^>h£/B^*££3&*T*#& 0 

fc©E£*±, l&®M#^t#:^Ji«*ratT*;wi:b^i : 0. 0 0 0 0 1- 

1:0. 1 I 0. 0 0 0 1 -110. 2ri*J:*)#£ L<> l: 

0. 001-1:0. 1 5a*£t>fc$f* U> 0 JB*r«t»3S#«t»fc^U>f > 

fktfc (Sic#: vww 5 v&) tfi : 0. 25~i : 4. 5t*^Wf 
it<> 1 : i~i : 3 36*$<btcjaFt u» 0 

[0 0 3 6] 

#n«i*»o»^fi{j»:sjE&i-4o MT-MMP(i, jb&m<DMmmi&Kt$\,*x%m 

ZttfXZZ> 0 MT-MMP«mLTi/^M^«t LTti, «tl*D 
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mummmmRv/xmittzmmzmmtz z t&x% s 0 mmn 

m~m.&&mrf&&mQ.bLxa, ruffling edgeOftftM (endothelial 
cells) %¥*mfZ>Z. ttfX*%Z>J)K Z.tUZ®MZti2>Z£\tD:\,\ 
[0 0 3 7] 

fitzwm<Dm\ ±m<vmMmm&mm®mRv t vx&m**mm titz 
mm tn, nnjkfrjkxf/x&mttiiK ±ni<Dmwmmm 
ftomwmv*, mm, mwm*. Rvt/xiimMmvmm^&tzz 

«*, ±mm^m^mzmnm»Rrf/xmm^^w^Ktzmm^m u> 

t, * (tih) ommtik®. mm) nx^mzm^^^r^^^hn 
mmj&frRw/ximittvmmb^mTzzti-f, ^mRxf/x^ 

[0 0 3 8] 

Tijy, x-^f-Jjy^ RFS-2000, Lur totecan, BNP-1 
35 0, Bay-383441, PNU-166 14 8, IDEC-132, B 
N-8 0 9 1 5, DB-38, DB-81, DB-90, DB-91, CKD- 
6 2 0, T-0 12 8, ST- 1 4 8 0, ST-14 8 1, DRF-10 4 2, 
DE-SlOf^^/hfy^i^ K****;Mc», ^?V?**)V 
, IND-5 109, BMS- 1 8 4 4 7 6, BMS- 1 88797, T-37 
82, TAX-1011, SB-RA-31012, SBT-1514, DJ- 



tBIE#2 004-3040105 



#fg 2003-101521 



^-v: 21/ 



h\ x;y^^ Mny^ey, #;we7-;K ->^5lf> 
Wn-)7v;K ^HW-K ^;V#7°h7V U >&7)VV7 fcf V, 

>, W^^^t'yy, ttifcK+y^ei/^ m^°7;n^>>, mwtrut 

C, ii7*kt^fy^ it^7*D7'fyy, xh^>K, WBWLtSVfrV 
>, ffl8kv>*VA<f-> > mfc^yr^y, isieyyyxf y, ttBTA/n? 

v>, 774-3-7, x*«fe>;**>, *^->^Vf>, TNP-4 7 0, TAK 
-165, KW-2 4 0 1, KW-2170, KW-2 8 7 1, KT- 5 5 5 5 
, KT-8 3 9 1, TZT- 1 0 2 7, S-3 3 0 4, CS-6 8 2, YM- 5 
11, YM- 5 9 8, TAT-5 9, TAS-10K TAS-102, TA- 
106, FK-228, FK-317, E7070, E7389, KRN-70 
0, KRN- 5-5 0 0, J-107088, HMN-2 14, SM- 1 1 3 5 5 
, ZD-0 4 7 3fWSitm^ o 
[0 0 3 9] 

[0 0 4 0] 

t * fc*>^ fetMT -mm p *y * n --^^#^rj©Kflifliai#oflijajft^ t 
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$fM2 0 0 3- 1 0 1 5 2 1 



^tLTfi, 0, 0' -N-yKf*^^-N- U-h>;^^7^*-* 

-N- (a-YV *3-)U7>*-*T*?-)V) -^/^ 7r/ ^ DV ^ 
0, 0' -N-^*-9-7*#y^;i/-N- («-fV^W>t-^7W 
) -^y^rr^nij K> 0> 0 > -N-*jt?jr r j tyy(n ,_ N _ ( 

-D-^;i^-K y^fW^^fyjVT>f--)Ayn5 F\ 2, 3- 
v*W;i/**v-N- [2- (X^;l^>#;M**iJ-$ K) xffl/] -N, N 
-yVf ;v- 1 - ynAy7>^--)A h >j 7;^nr-tf - f N l, 2-v5 
'^fWyynt>-3-^f;l/-t Kn^yxf;t, 7 ^-^y n , 
H\ 3-/9- [N- (N» , N» , -^W^yx^y) HM^*,] rr 

[0 0 4 1] 

ttTOOfcfcoraftrtfcfc U^^t#t^ 0 afc******!^ 
iina«-c^ 0 Mitm I^SW, **** 

[0 0 4 2] 

M&mm&M, Witt, fcLMT-MMP-ty^D-^;^#:^||^ ra ^ 
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#§12 0 0 3 - 1 0 1 5 2 1 ^--v* 

\ 

Kfi5 0 nm-2//m, -fe;i/ WB-fi 5 ~ 1 0 0 nnu I7^ 3 >^| 

[0 0 4 3] 

RaEErtti 

i 1 ^) fcfflfctsatefcMU £*>K?L&*>*-;5ofcj>< >7*9>7^f;i^~£$v> 
Jf^MT-MMP^y * °-^^#^J?l®M^#:««^i:^ 

[0 0 4 41 

max* 2 
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2003-101521 ^-v*: 



[0 0 4 5] 

M#£3 

m^x>vx\tm^tLx^ m<&<Dt><D*mmx$z> 0 mzx^±^x 
»*mwm*m.Km* m®mjkv/x\mtt mm-t *> xt> * z 
t&t>, m^mRx>vximm^m^(D^zi^ mmmmvxm 

ztnumim *m^z>t, mnmRxf/x^m^m^v~-^t^±<D 
mizm^tz^>h^ ? f-mM (-m k im&&$> ^tay-fv^^m 
\tfix^ 0 ) mmzzttftohtix^h* zvmikumx^ mmmrnm 
mmv>*.m.m$>t>fr c*>m?z %im\zmz>$mmw/x 

tz^x, mm i *«t#82 r^xitm^mzmiki-z, 

o 

[0 0 4 6] 

M2/&4 

^illML^MT-MMP^y * n - t-;^#:^jg|^liit#:^« 
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4 -eta, *nn:«ft ufc«KJw*a#*-.a sat l£±ts & ^« 

[0 0 4 7] 

L*V>o lot, M^ftl^^^2^^TTOMii^^T^^ 0 $ 
[0 0 4 8] 
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<$M2 0 0 3 - 1 0 1 5 2 1 



a^/xnatfe?- 1 ofi^#7fcm*jK t^ft $ ib kisses* 

LTIi, ±&o$f (*£*) , flF*L<tt5/g« *?L$f (*»*) £ 

[0 0 4 9] 

minute 5 

±m<vmm i ~ 4 Km cr, &mt -mmp * / ?u-i-)vmmmn 
mmmmm&m (iMT-MMp*y^-t« (*fsl<mu 

Fab79*MJ/K F (ab* ) 2 75^ > hXfiF a b' 

iMT-MMP^y^n- t ;^ Wfii ^ i(D 

[0 0 5 0] 

T-MMP^^D^«(^L<(i,»Fab75^>f, F ( 
ab' ) 2 77r*>hXiiFab' tw*^n tB6 

*Mv»r*jrw»aM»tt«t U iMT-MMP^^n^w 

$mK#& t2>&m<v®My9Z$k%tzzt&v%2> 0 

[0 0 5 1] 
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mwj&fr i win tzM lx, ^jiKi: lt o . l-iooo wtm*&t 

itfci 1 1 ^ g CTLT N tiffiKb. UlH 5 0 0 nmo 1 fflkf-t L < > 10* 
S>2 0 0 nmo 1 5&*«fc fjffi U» 0 
[0 0 5 2] 

xtt*«pft#ov»r*i*a^nr«B"e*4 0 mn&^mmtLxit, mm, 
mi, mi, mm, *sw~m, nwrnm^mrhz.^^ 
, ima&^omvt lt«, mm, -mm, mm, mm, mm, mm 
, mmm, ^y?m, n--> 3 >#j % xry-^j, 77x?-%m*mif2>z 

mm, mmmrn, scrim, B&nmnzniifr, mt^ti-^mm^m^m 

[0 0 5 3] 

[mm] 

fEttfeW RSI $ H2> £ t fct ft v> 0 
1. ffi^-£';#V-AOfltlt 

— # — £ Lt, g«® (2- (6- (7-sfD^/X-2-m-l, 3 

-^'J t n - 3 - * a V> : NBD-C 6 -HP C) MStoLfc. 
Sy#y-A©«lft^OR3» (in vitro) *fWx (in vivo) 
*«Bt*3fe«>oa«W (K*v;nfv>:DOX) *£WJ8 2) t 

> " m - 7 ^ >/ f * K: DSPE-PEG-MAL) Iff? 4 7 
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#$S2 0 0 3 - 1 0 1 5 2 1 



^-v: 28/ 



=jyyu-p^yf)V (A&ri, 3) LTflftLfco 
[0 0 5 4] 

&&^;&D7C£**7 7f-^l'3V> (HSPC) , ni/Xfn-^ (Cho 1) 
£#HKU *nn*;UA • (3:1) 5 

mg/m 1 T^*/-;Wl^#£^£NBD-C6-HPC£«L£o x/*# 

AtK« (pH5. 5) «rtJDx.> >t>t^^5^rt-|:tt<ajf U; 
7?*3^<bJII&R;mm*®K£-C) o £OBf£&::£v>T, ^yiKS:^*^ 
#J3i®zSiKii> HSPC 2 8. 2mM, Choi 19. 2mM, NBD-C 
6-HPC 0. 2mg/mL^^ J:^K|»L^, £©JM$H*fc* 
*^7<tM-9-*-K#LT, 1 0 s t r o ke^yt^XUI, S*?L#0# 
'J*-^-f^>yi/>7^^-^vWy>^ (0. 2/£mX2EK 
0. l^mX2lBl> 0. 0 5//mX2[l]) ^ffv\ gfgl 0 0 nmf fO^'J 
tfV-A^HfcfcfcWSUfc,, 
[0 0 5 5] 

C OS 'J # V - A#ffc$££&££7jcT? 5 ftMM U M^fflf - a - 7K Xti, 
6 5 0 0 0 rpmt?lHlliS^liL^ ±yt*^T^a±m7fCT^WO i; 
t° y - A frfcf&l K * £ i 9 (cffH^ $ z<Dl7 izftfcm «r£J&fc«bjcK 
*& L fcSS U # v - A frfnfc & , £ V # v - A ffl g|» Affl fc o 2 £ K5Ht fc 

o 

^^WA^?r^t-o ^'J*"V-A^MS[FD0XI$ (XWftft : 3. 
3 mg/m 1 ^S^Tfc) i*> 6 5 , Cfc;MLT£ § , ®M!tX~£V *K V - 
A^fM WLDOXfc8E6*rJD;Lfcfc (BP£, »I«Ili2. Omg/ 
ml), 1M6 Y Ltzo 

f^y,f 'jxf 3-^-2 0 0 0| -1, 

7n^f;u- s n-^'Hn-3-*X7ti^/-;i/7^ (DSPE-PEG 
) ©*«r*l ^tK*USi: ft* J: "5 »liDL 3) , H^WLt 
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^-v: 29/ 



tt, DSPE-PEGMDSPE-PEG-MAL^l(:/TtIM^^ 
X^mnLfz («t*2, 4) o £*ifctt, #^»*ttJR-CjgiPU 10#M6 5 

[0 0 5 6] 

2. V#V-AO»ttoaj| 

(1) K^y;nf5/>^u^y-A^ofi£«F$ 

G-5 0 ; #l&ffitt£ai£tt*) FsKV^-A^aiL/cV^y- 
A^ffl^OK+y^tfvy^^^ffi^TSStS-ttcJ: ^*»^ 0 
©*«#A*tt, im 1 0 0%t?*ofe o 

(2) *KP£ 

±ey#y-Afl«i([ (&fri-4) o-^£j&oTm»ftffc& (qels) 

#t#JOL^V#y-AKo^T**BLfe**, ^©tt^ttKttl OOnm 
[0 0 5 7] 

[«1] 



DOX&A 



as 

(mg /mL) 



DSPE-PEG- 



(mM) 



(mM) 



HSPC /Choi/ DSPE-PEG 
(28.2/19.2/1.3) 



48.7 



HSPC /Choi/ DSPE-PEG/ DSPE-PEG-MAL a) 
(28.2/19.2/1.04/0.26) 



48.7 



HSPC /Choi/ DSPE-PEG 
(11.28/7.68/0.52) 



19.48 



HSPC /Choi/ DSPE-PEG/ DSPE-PEG-MAL 10 
(11.28/7.68/0.416/0.104) 



19.48 



a) Cat No. 1 72D0FO2 (SHEARWATERS) b) Cat. No. N-3786 (Molecular Probes, Inc.) 

b) NBD-Cj-HPC Cat No. N-3786 (Molecular Probes, Inc.) 



[0 0 5 8] 

Fab* -DOX-LP : Ml-MMP* / * n - 1 /Mfl^-frttei»irA V #V *- A 
Fab' -LP : fciMTl-MMP* y ? n - f- )Vm$fe& V # V - A 
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#M2 0 0 3- 1 0 1 5 2 1 

I 

dox-lp : um%m\ »; # y - a (vww? K&^SA y # v - a ) 
lp: >; #y-A (vw^-f^ K***AV^y-A) 

DOX-LP-mal :tW^5 KiiAWiAn'V-A 
LP-mal : yW >4 5 K£$A';#y-A 
[0 0 5 9J 

£Jfcfll 2 :mUT 1-MM P <=E y ? n - f 'J *° y - A <vmM 

wo 02/041000 MBm<v*mzLtz&<>xmzmri^*; ?u~±j],fofcm& 

/W/»J 7«^5%->vMjfaff^RPMI1640^-e^#L, 1.0X108fiO 
«^%T»1.0X107W0.5 alClSU ¥J&ljim«rfc7 , 'J 

9B1K10EOV7* J: t)Wmi$LZft^lS mKDM&Zntzo 

mommtzzximtmtoLtzo mm, 2mr*mmmmLtz 0 

tf»£@JlXU ^*<7)0.5M NaC1^1.5 M v>-NaO&1i«(pH8.9)« 
j$L£ e $ % 0.5M NaCl^£l.5 M ^'J v >-Na0H«$ 

£*r1-**W<*«**l40 mg/12.5 mlfcJLtffto^o 
[0 0 6 0] 

^±«p*0.5M NaC1^1.5 M v y-Na0HM$ (pH8. 9) T~¥$Hb L U 3 
y M-f y h ynf^f >A* 7 r n ^^Fpy;!/^, 9 a (fl«2. 5 cmXg£5. 9 cm) 
«U 0.5MNaCl^T1.5M v>-NaOH^M( p H8.9)tr^L^ 0 *5A^ 

OA280*S!3g.L7to A280^0. 05&T & o £ fc L 0.1 M*xy» 

is-HCl*i»(pH 7. 5) £«] Lfcf*8Hffc4 mlo'oM U 75^y 3 >#-t26 
*641«*©A280*«ttLT*£Lfc o EUiilgGOT? 4 ~t4 

/Co #?>^3tIgGII^«:a*ff-a-7*^fcO % 0.1M V >HMW«(pH7.0) 
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Ltz 0 Ultra Filter W-WiM^XffiimfrZmmLito tikmmfr<DA2SQfflfefr 
£IgG®:fr£62 mg/6 mlt%mi>-otzo IgGiftftfclO ng/ml U 1 mlo*o£ 

[0 0 6 1] 

2) IgGOFab'UfMk 

±|B1) TtfMRU 10 mg/ mlfcCT$Lfc«!«IgG*l mlt »K 0-1M NaC 1**0.111 
»Bev-r«««(pH4.2)-C««f, ^l#:M^2% (w/V)0^-»*Jd£, 37<CT- 
20R#H8MftL£ o Mft»K3II Tris-HC1M«( P H 7.5)£0.2 ml«JU EJ&fc 
fflh L£ 0 mtr<7>£fi£0. 1M U >M«(pH7. 0) TWfb U;^;^d y/u 
AcA44^j|ii*9A(ii[gl.5 cmXft£47 cm)K#U 1 al^il / 7 7^-> 
a ^#-tll^e>30#f -eomOimfeLizo m\*F(&')2Mfr*>r*'ftM<DMIfr 
%7FLtzi)<D-T?$)& 0 F(ab')2iS^t tt77^ ya >#^13*»f>18#*IIIlR> 
7*-;vtfc 0 #P>ttfcF(ab')2ffi^^Centricon-30T'0.46 mlfcifcffiLfco MM 
tH>A280£$I£U f§e>*ifcF(ab , )2*:3.4 mgfcjM&fcofco 
[0 0 6 2] 

**&*lfcF(ab')2*0.1M V >BM8af«(pH6.0)-C0.9 ml^JH^U 0.1 mlO 0.1 
M*>*r7$ ^i|«5:a(f».01 M), 37 < CT*1.5^fM«tcL^o 
5mM EDTA **PBST^Mb t 7^fD r^AcA44y^»a* 7 A (fiSl. 5 cmX 
:R£47 cm) Kfe U 1 mlo'o^ij L 7 5 ^ v a >fM§-ll^ £>30#2 "COA280 

7?*S'a>#3-l9a»&23#*BJ& "f-A>Lizo t#£ft£Fab'M^£Centrico 
n-30T*0.56 mlCilt/; 0 Wfflf#0A28O*a!j£U tfbtifcFab* £l.5mgi:j| 

[0 0 6 3] 

3) tfiMri-MMP-ty *n-- ^/ua#jfr£y#y-A0WR (DiS^J®-®) 
±152) "Cf^R LfcFab' 96mg/0. 37ml) £g 1 <D&% 4«5vW>'f5Ki 

V;vey> (D0X))ifAV #y-A (D0X-LP-mal) (v W 
* K** : 104nmol/ml) £v W y^ == K*;kfcb&*l:l£ <fc ■? (C0.41mliDx. 
Tfi^Lfco ei&mTSgftT* 20B#|$£Jfc Fab' 01Ott*/l>*ON-x* 
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;i/vWWS K (0.1 M7jc«£4.26/zl«) ^*£j£tf>y;i/#7hg£7n 
y*Lfc 0 ^*t*PBS"C s Fflf<fcLfc-fe7rn-^CL-4B*9A(il:Sl.5 cmXfi£4 
7cm) 2mlo'o^lj L 7 9 ^ ~> a V#^ll^e>42#S*C^A280 

«\ ll*»e»20»iTOA610 (»ftt**>*jUf»R*£ft) £$J£ 

^SlM#A V *° 7 — A (Fab* -D0X-LP) S^LT77^y3 >##13*» 1 
4#£®JR> r-^U Fab'-DOX-LP (PW®(D0X^*$^||IJ^L/cNfO«$ 
10%) fcflfco *£J&Fab' W\ 7 7 ^ v a >#^29*»fc3S#tc#ffl U V *°7 - 

a t *TOFab • mwfimm Kx^mzfitzz t mmLtz 0 

[0 0 6 4] 

MW£^mX\ Fab' -D0X-LP (M0IKD(D(a*£iH t fc«PO*3R*9. 2%) , 
PW(3)(D0X^*m^M^LfcS#W«^12%)S^P^j©(D0X^^(CiJ^ 

V #7- A (LP-mal) (vW>>f $ KM I 260nmol/ml) i N ft»J££fA L 
fcV^14JMPft^^y#y~ A (Fab' -LP) (PMJ(5)(HSPC£g*K L£B# 
0«$3.7%), PS^J(D(HSPC^^*^L7tl^«^4.4%), RzmmM®( 

[0 0 6 5] 

ft** MM®V^y~Aftft*feeM«f*li, HtfB^lt^o^M^ 

*M KH^A610«#HJC#lg#Ht5i*si?'; a-A/iWJa-A^tt 
#ffiL^o 4fe> ^LMTl-MMPtn:#^V* 0 7-AO'; 7J3|g#^(i % ^10M^2 
OLP-malg L < <iglO&# 4 <DD0X-LP-malO U 7J3f ( V 7JI&JCB-7-7. h 

7 n - (fO^«IH) fcT»J£ U DOXl^c ZZUfm^<oMmfr%m L5!v> 

-a K***AV#7-a) (LP) *L<tt«3teWifAy*y- 

A (vW^Um^V-A) (D0X-LP) [:ov>tli, ±S2fcBI*fc 
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^— p 



Mifefe & MM U x MBt h inmi-m^e j 5 n - f- jvfafeffi^- y y - a <7) >j y 
iIMt»JS^*?*rPBST*3RL«ffi Ltzo 
[0 0 6 6] 

*<HKLfcWli, 30fc«2fc|HI#o*te-C, ^1^4(7)D0X-LP-mal (71/ 

* 5"f 3 K»S : lOOnmol/ml) i t?Fab'-DOX-LP (PM(D(D0X^^^M^L7t 

* o Fab' -D0X-LPM^{± 75^yg >«H§-14tf» 15#lC^ffl U 7^y 3 >f 

*29*635#»:»fflt**J^ab , **n»e*IMI2 fcittRL*^Lfc 0 
[0 0 6 7] 

10)) 

IWMfrfcvWW 5 K»fA'J*'y-AO-7W>^< K**Jfc*l:0.25 
> 1:1.6, l:2&zn:4.5kLt:m&. MWffl 2 t l^^cO^&trFab' -LP&C/Ta 
b'-D0X-LP£#£ o * 1 ©i&fr 2 OLP-mal i»)vM^<K^ ;ktfc*l : 1. 6<h 
LTfMI«F*LfeFab'-ip($sPC*a»»K Lfcfl#<7>«^6.0%) *||Stt<& « 1 o 
mif4 OD0X-LP-mali *) v W 5 K**Jfc*l : 2fc LT^il$^Fab'-D0X 
-IPQXS««9IC||« LfcW©#R*2l%) *MUI(10) £ L£ 0 
[0 0 6 8] 

ttfcfll 1 : y # v - a ^o^lMti-mmp^ y ? n - 

^10^2coLP-maU $E 1 4 ODOX-LPnnal, IBWKXlftfcTfHRLfc 
Fab'-D0X-LP(HM(D, ®^^(10))^tF^Fab'-LP(P»j(6), (zXJ^®) *6xSD 
S-PAGE Sample buffer |CTV >ll«^^3^g/lanet fc* «fc $ 
U 95rT5^B«v>fc«, SDS-PAGE ( rv;i^, W /20j , fc-ft***^) 
*Lfc 0 Fab'-D0X-LPX{±Fab'-LP^L^P^yi~ 6 ^(±#?j30 kDaOFab'Ay 
K#ttC>&*lfc 0 LP-malXfiDOX-LP-mal^ftL^V-yy^^ST'tiE^^ 

;?u-i- frm>im<b Lx^&zt mm * (me) e 
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[0 0 6 9] 

1) ifiWffiqiMttft 

*tt : DMEM (SIGMA) ^ v y V 7 A (SIGMA) , 7 ° 1> v v 

f (SIGMA) £#50U/mU 50// g/ml J ^ ^n£, $ £Kj£«MtL£7 

(Gibco) ^10%(v/v)O^tc^^>i9^jDx.^o subconfluentO 
hM««HT10803gL< lit >?LMMCF-7^0.5mM EDTA^PBS^T2HI^ 
$U 4^ L£0. 5nM EDTA/TBS£ f^TOg-rs £ £ (c i 
flJStLTto ^^@Sl:tlPx.«^M^ ^zaTlOOOr.p.m, 3^W^L^ 0 

[0 0 7 0] 

-<»&M»96ftv^n7>- h ^50^ l/well«L, 37t^ C0 2 -f>^ 
^^-^CTW^SU tt^yi/-ft:gfH/: 0 D0X-LP( 

mmz) %.m*v -dox-lp (iiwi;©) v >jti£i§g t & & * ? 

, PBS£200/<l/well»U «£&&L£ 0 mmmt2mM *) &Uz 0 
mii:*){C|ff7t^^%5rl00 / /l/ffell»t> Zblz2mffi%%U mTtf>Cell Co 
unting assay^ffo^o -®<D?ls~- h (start«OT) fi, m&'&<D2Aftm<D 
^m^ft>t, ^mimU^liZCeU Counting assay^fo^o 
[0 0 7 ll 

Cell Counting assay! l"Ce ll Counting Kit J (mitffl,mxm) (DffittJcm^fe 

mmtgmitz'^ A450£i»J£l,£o £OA450fiii, ^«^tc^JL±#t^o 
mtm*. Blank (Jgi&O*) , Control (m&\Zt&1ti*ma) W#SampleOfffl 
^^D0X-LPX(iFab'-D0X-LP?:^D)#^^L, #to4fc-CW*Lfc. 
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"f*W)vmW&BL (Lipid concn. (^g/ml)) it, MBkK.V-yffrtffln Ltz 
B#0***ELfco «lfW«(Inhibition)(±, JTF©£fc#R«SOM50 

Inhbition = 1 - | (Sample at 24hr - Blank at 24hr) - (Control at star 
t - Blank at start) I / |( Control at 24hr - Blank at 24hr) - (Contr 
ol at start - Blank at start) I (%) 

> Tukey*^ ?grmStm%fc*?i\,\ DOX-LP^tFab'-DOX-LP^F^O^H^^ 
Ltzo 

[0 0 7 2] 

start|l»lIX)X-IP^L<ttFab , -IX)X-IPOjCTttB»?>*L**»o^ (07, 8) 0 
«Bjai5fe^24WPWJ§*tc^v>rtt, HT1080«^)^, Fab'-DOX- 

> DOX-LP^i ^^Kfit/*fe&£^U ftMTl-MMP^y ?v 

M®^miJM(±ffl»^WT^o^ (H 8) o m-MMP*JI3ILfcHif 
CF-7«tf>&£\ Si:#fe^0^rft|tc±-6Sg^l*llttSi6?>*Li5r^o3t: (07, 8) 

o mm-msp*; ? u-j- ivfafoz&ft t w a mmmx y #v-Ao*#m 

-MMP£f|3i LTV^m080«omiim^ffl4^W^$lJ1-^ £ «h «E£ 

[0 0 7 3] 

2) Stftffiftfc 

WCl) Otttttn«Hc«lftUfc*&1.5 x 105 C ell/mlom080tt«$&?-x 
>^X7-f K (NUNC) fclml/well1*o«;lJDU -*MI*Lfc 0 mt»*ift3l 

> LP(^1«^1 *ll^®oy ^»»l«^*)*TEBSlcr«3RLjfe<>0)« 
v^Fab'-LP (PWKZataO/ilABll-foWiDU fiaStrJt*TISjl«HBR 
£ $ 5feEi&<0 y # V - A > 7> £ £ fc * , PBS&& (1 
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, ftmCti**? (*-x>*) \ZXimLtZo ¥ab'-LPiV$V-A*)->7)\,t 

1-MMP*/ * v-l-frfafoZ^^x^Z 'j ^V-AO^^Tl-MMP^HHtTV^ 
[0 0 7 4] 

mm3 : mi-MMP-=E/^n-^«#:^v^v-AOin vivo«g-£1£IF 
ii (MAHtH^y*^) 

1 ) in vivo mmmrn^ 

Balb-c nu/nuv^* (^* A KHT1080M£ 1 XlO^m/^^X J3EJg|*i& 

14 B i KLP(^ l 0#i;mTOM(D<7> V >J§&SC^£&c£-fc>-£TPBSKT^ 
f?L7t)lgv>{iFab , -LP(pM#l(D)Sr50 /< l/v^^|tM^4L^o 2B^ mm 

mmm&u ^mmmmmm^ccd^^yxmmLfz 0 mmw§K& 

£E££o ffi^FWc^rte, Fab'-iJ>&#v?*o&Kj3v>T';*y 

[0 0 7 5J 

2 ) in vivo mmn&um 

Balb-c nu/nuv** (^*, 6Jifr) KHT1080UHK 1 XlOfyS/v?* )«JSP>I& 

21 B g KD0X-LP(g| 1 0^3£PM©<7> V >mnmmz£ibitX?BSiz 
T«L7t)X{iFab'-DOX-LP(p»©)*50^ l/v?*M^|*|&4 L£ 0 «t 
LTV^y-AO^^cPBS^fflL^o M^M^^ffiU 

-f >L (65V, 5#X3*fl|fcftft) ^ 7*a-/ltf|flHcTJK* (100% x*y- 
*K50»X3*HlftaHk 95% ^^y-^tC5^M*at) ^ 2~5^A7h^i/ 

*jt*fcT5M0mfcftL*fe«, 95% x^-; W ;5^ gi 
U 10~30#r B 1i^vy^^SifL7to T;Vn-;^j^T« (100% 
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[0 0 7 6] 

Hfl&Efli tWRWUmin.K&^X^ WJRI^Jfc^rDOX-LPXttFab'-TOX-IPS 
4v<i7*K:£v>-cj£ <^ttM*0^1tcffijfii»f|575Wi6'btL7to i £Fab'-D 

MMK^xskmm^tz%m^ mtvmmmmzmtbtzo dox-lp&4 
BB^f^T?t±, dox-lpis:4 v yxcomm tzit^ mmmmvw&TFjEtmizizm l 

[0 0 7 7] 

t«a|4 : ^MTl-MMP^y ^y-AOin v ivo«g£-i£ff 

i ) in vivo msmmzm 

Balb-c nu/nuv?* gj**) W©£*2«W»ani080iWJBt 1 X106®/ 

Fab'-D0X-LP(H»(D)^25^1 JMMgBft (£) ftTXlflWIRS^Lfc. 

ttmtlX, LP (*l©**ltPBSKry>]BJt«l»).46^L»C#3RL 
[0 0 7 8] 

JMHW-*9* bft**tT^CD31*y^n^A4W|E (Pharmingen, Cat.No: 
557355) Srffi feft&Jfc£ (WJfcifefe : h * V K «fc *) Sill L fc G * 
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#12 0 0 3-101521 



mitzo zm&mz®7*h>£Tiofr®®%u PBs^&au o.3%H 2 o 2 itr 

(0.1»BSA(->v«T^r^»^PBS{C20^ft») , I00te# 

^ ?BSm (10^X3®) KT*a6©axD3U«#t»*L^ 200flMft*LfeH 
Wmm? m& (Amersham) *«TU ©PI2g 1*^305^ t^^SJtD * 
££fk PBSft» (10^X2®) Ct«^2»f|iUt, 0.1 

[0 0 7 9] 

mmmmmmm&iz&^r^ ip^doi-mzit^ Fab'-Dox-LP£&#L*v 

Fab'-DOX-IJ^^L^v^^^^^rWl-MMP^y^n-^;^^^^^ 

ttjmtftff #2 L < , Fab' -D0X-LPK i -fcHtedit^ - y 

[0 0 8 0] 

[$&$<*>$&£] 

/Xli»^HUIl7 h y ? ufuj-r-* (MT _ MMp) 

K9 * m^-j-^fA LT**?**. 
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2 0 0 3 - 1 0 1 5 2 1 39/E 

[Ell] >j3>j?t>b^n^>At7rn^FFm?AWv»r, ffiK 
Tl-MMP* / * n-^;^( IgG ) Z^bBfrfrblgQ* 7 7<-r< -ft® tfz^ 

*i> o 

»3] F(A') 2 B**«5BML^«o^iW©||«*SLfeH-e**. 
[H4] Fab' K*€A*L^J(DOX)S-AU^V-A*vl. 

1115] Fab' M^tvW>>f5K*»Aa^aXK)#Ay#V^A^i, 
-f >^ 3 K**JfaW:3* ft* i 9 fc«*U fife «*T20Wa6$*jfeft 

mX «; # "J — A O&tgSDS-PAGE^ t * t WT* ^^-y^ { ;^ L 
few SW*Mo;t> Kofitt^Lfc, l"->1.3,5ttlW- 

m-mmmm, (mwdk u->2,4,e^b'-mmmm®, mum* 

!/->7{iLP-maK V- >8ttD0X-LP-maU Mtt^i^-a-fc^to ■ 
l-MMP^MI-^^^FfrioSOm^MW^^ MTl-MMP^H^L 

llsl) * h 2m ® » Km l * mmommmm 

m s ] mmmmmmi^mm l^h-c**. Fab'-Dox-LPo«itm 

[0 9] v ^IRHil (HT1080) fc« ^*«B**K«0«b!CHT?* & 
o LP Ug^XfiFab'-LP (TEI) *M&mZLK*rn>vMKMB*>m** 
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[H5] 



Sepharose CL-48 ^WLP-malffl)^* 




10 IS 20 25 30 35 40 

_ Fraction No. (2ml/tube) 



[06] 



1234667 8M 
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3/ 



7] 




*sss 



j Lipid canon. 

U- 


WuWtiontt) 


HTI080 


MCf-7 


ConVoKitart) 


100* 


100* 


Ccntrnl(24krl 


OK 


01k 


L DOX-LP 1 f 50 
U-DOX-uj 50 


33$ 
., *12* 


31* 



Me«n±S.D.<o«4) 

**• : P<0.001 by Tukey type multiple-comparison 



[0 8] 




faj gsg i i 8 S S 8 s 

° DOX-LP Ftb'-OOK-LP ° ^ * ^ * 



Lipid 


eonca 


IhWbMonft) 




HTIOBO 


MCF-7 


ControK start) 


100% 


100% 


Control (24hr) 


0% 


OX 


DOX-LP 


50 


26X 


37* 


100 


185 


44* 


Fab'-DOX-LP 


12.5 


23* 


31* 


?5 


42* 


31* 




50 


«" J 


b8* 



Mean±SJ).(na4) 

*, : P<0.0B, 0.001,respectWely, by Tukey type 



) 



tBIE#2 004-3040105 



[09] 



#H 2003-101521 



*- 9 J: 4/e 
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#112 0 0 3- 1 0 1 5 2 1 



[Mm] MJkmMMWT Y y ^^>^Dynf7- tf (MT-MMP) 
[MV&m fctMT 1 -MMP'ty ^n-tW^^SiUlIiiv h 

imm] 4 l 



0 
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ft * 



#12 0 0 3-101521 
fi I A I I ffi i 



[391012327] 
1 ? 9 1# U22B 
3fc3St*:fc:£E#8 7Tl3f If 
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* 



1. B 

ft ^ 
ft & 



#12 003-10152 1 
* i A i I f f 



[3 90010205] 
2001^10^ 4B 

mUjmSfl^riTftS# 5 3 0#& 
t-7 7-f»-U«^tt 
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0 0 3 - 1 Q 1 5 2 1 

m m a m m m * 



3/E 



* SOS'S- [000002 831] 

1 . B 1 9 9 0^ 8 £ 2 8 B 

ft Jjfr ' SCm«5 + *E B$t3Tg 1 4S1 0-f- 
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